BACKGROUND Patients with familial hypercholesterolemia (FH) are characterized by elevated atherogenic lipoprotein
wall and atherosclerotic plaque inflammation in experimental animal models (9) . In humans, highdose statin therapy has been proven to reduce serum levels of inflammatory biomarkers (5, 10) independent of the statin's LDL-lowering effect (11) .
During the last decade, assessment of the local inflammatory activity of the arterial wall or atherosclerotic plaque has been introduced using novel imaging strategies, including 18 F-fluorodeoxyglucose positron emission tomography ( 18 FDG-PET) (12) . The FDG signal has been shown to correlate with arterial macrophage content (13) and is predictive of subsequent risk of atherothrombotic events (14) . Recently, rapid reduction of local arterial wall inflammation via statin therapy intensification was observed using PET imaging and, once again, was independent of lipid profile changes (15) . Taking the widely acknowledged pleiotropic effects of statins into account, we therefore cannot dissect whether this statin-induced reduction in arterial wall inflammation is merely LDL-C dependent or due to pleiotropic, antiinflammatory effects.
In the present study, we assessed whether patients with FH are characterized by increased arterial wall inflammation as determined by 18 Listen to this manuscript's audio summary by JACC Editor-in-Chief Dr. Valentin Fuster.
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Manuscript received December 3, 2013; revised manuscript received January 2, 2014, accepted January 20, 2014. (15, 17) . Additionally, the artery with the highest FDG uptake (mean TBR) at baseline was identified as the index vessel, as previously described (18) . Thereafter, the average of the maximum TBR activity van
Lp(a)-Apheresis Reduces Arterial Wall Inflammation summarized in Table 2 . Of note, 75% of patients undergoing apheresis were intolerant of statins.
After lipoprotein apheresis, LDL-C levels were sig- Online Table 1 We did not observe a significant change in HDL-C, TG, or CRP after lipoprotein apheresis, whereas we did see reduced Lp(a) levels ( Table 2) . Additionally, changes in arterial TBR did not correlate with changes
Lp(a) (p ¼ 0.78).
DISCUSSION
In the present study, we demonstrate that patients MDS ¼ most diseased segment; TBR ¼ target-to-background ratio; other abbreviations as in Table 1 .
van Wijk et al. (27) . Subsequent studies showed that an increased TBR correlated with macrophage content (13) as well as with gene expression markers for plaque vulnerability in atherosclerotic lesions (28) . Further, increased 18 FDG uptake has been associated with the presence of high-risk plaque morphology (29) and with atherosclerosis progression (30) . Moreover, the arterial FDG-PET signal is linked to an increased risk of CV events (31, 32) and recurrent cerebral infarction (4) , and has been shown to be a potent predictor of future CVD after multivariate adjustment (14) . Here, we demonstrated that increased local arterial wall Pre-apheresis Post-apheresis Pre-Apheresis Post-Apheresis anti-inflammatory actions may also relate to pleiotropic effects.
We also observed a numerically higher reduction in TBR of carotids compared with the aorta by apheresis; a prior study evaluating the effect of high-dose atorvastatin on arterial inflammation made a similar observation (15) . The potential superiority of carotids to aorta as an imaging endpoint has been previously suggested (18) . Although it is not fully understood why, after lipid lowering, reductions in arterial inflammation (by PET/CT) may be more evident in the carotids over the aorta, which may be potentially due to biological differences in vessel walls or technical issues relating to the PET/CT imaging approach (18) .
It is worth noting that reductions in arterial FDG uptake occurred very rapidly in this study. uptake, this may have contributed to the higher signal in FH in our study (36) . However, this effect is partly counterbalanced by the more advanced age of controls, which can be expected to result in an increased 18 FDG uptake (36) . Overall, the matching is unlikely to have been of major influence, because the relation between LDL-C and TBR was retained after adjustment for confounding factors, including both BMI and age. Additionally, this study had a small sample size, especially in the treatment group, and we did not incorporate a control treatment arm in this study. Lp(a)-Apheresis Reduces Arterial Wall Inflammation
